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(57) Abstract 

Substituted thiazolyl and substituted pyridinyl derivatives of formula (I), the pharmaceutical ly acceptable acid addition 
salts and the stereochemically isomeric forms thereof, wherein -A 1 « A 2 - A 3 = A 4 - is a bivalent radical having th formula 
-CH«CH-CH»CH- (a-1), -N -CH-CH-CH- (a-2), -CH = N-CH-CH- (a-3), -CH-CH-N-CH- (a-4), CH-CH- 
CH = N- (a-5), -N-CH-N-CH- (a-6) or -CH-N-CH-N- (a-7); B represents NR ! , CH 2 , O, S, SO or S0 2 wherein Ri is 
hydrogen r Chalky!; R is a radical of formula (b-1) or (b-2); wherein D is C|. 4 alkanediyl ; R 2 is Ci^alkyl ; n is 0, 1 or 2; L 
is hydrogen; C|.| 2 alkyl; C3^cycloalkyI ; C3. 6 a!kenyl optionally substituted with aryl; C,_ 6 alkylcarbonyI; Cj. 6 alkyIoxycarbo- 
nyl; arylcarbonyl ; aryl C^alkyloxycarbonyl; or a radical of formula -Alk-R 3 (c-1); -Alk-Y-R 4 (c-2); -Alk-Z l -C(-X)-2 2 -R3 
(c-3); or -CH r CHOH-CH 2 -0-R 6 (c-4); have antiallergic properties. Compositions containing the same and methods of 
treating warm-blooded animals suffering from allergic diseases. 
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NOVEL SUBSTITUTED THIAZOLYL AND SUBSTITUTED 
PYRIDINYL DERIVATIVES 



Background of the invention 

In US-4,556,660; 4,634,704; 4,695,569; 4,695,575; 4,588,722; 4,835,161; 
4,897,401 and in EP-A-0,206,415 and 0,297.661 there are disclosed benzimidazole 
and imidazopyridine substituted piperidine derivatives as antihistamines and serotonin 
antagonists. 

Description of the inventipn: 

The present invention is concerned with novel substituted thiazolyl and substituted 
pyridinyl derivatives having the formula : 

R 



the pharmaceutically acceptable acid addition salts and the stereochemically isomeric 
forms thereof, wherein 

-A'=A 2 -A 3 =A 4 - is a bivalent radical having the formula 




-CH=CH-CH=CH 

-N=CH-CH=CH- 

-CH=N-CH=CH- 

-CH=CH-N=CH- 

-CH=CH-CH=N- 

-N=CH-N=CH- 

-CH=N-CH=N- 



(a-1), 

(a-2). 

(a-3). 

(a-4). 

(a-5). 

(a-6) or 

(a-7); 
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2. 

„h«i» oa. or rwo hydro e en atoms in said radicals (.-.)» (a-7) may each 
W^ndendy bercplaced by halo, C^IM. C^Moxy, hydroxy or mfluoro- 

methyl; 

5 B presents NR*, CH 2 , O, S. SO or S0 2 wherein Rl is hydrogen or Chalky!; 
R is a radical of formula; 

(b-l) (b-2) 

10 wherein D is Ci^alkanediyl; 
R2isCi.6alkyl; 

L U^C^^^loalM^^y'— 

aryl; C.^alkylcarbonyt; C^alxyloxycarbonyl; arylcarbonyl; arylC.^alkyloxy 
15 carbonyl; or a radical of formula 

-Alk-R3 < c " l >' 

-Alk-Y-R 4 < c - 2 > ; 

-Alk-Z»-C(=X)-Z2-R 5 (c-3);or 

20 .CH 2 -CH0H-CH 2 -0-R 6 (c-4); wherein 

R3 iscyano,arylorHet; . ' „ 

R4 is hydrogen, aryl, Het or C^kyl optionally substituted wtth aryl or Het, 
R5 is hydrogen, aryl, Het or d^alkyl optionally substituted with aryl or Het; 
25 r6 isarylornaphthalenyl; 

Y is O S, NR 7 ; said R 7 being hydiogen. Cealkyl or Chalky lcarbonyl ; 
Z l and Z2 each independendy are O, S, NR 8 or a direct bond; said R* being 

hydiogen orCi^alkyl; 
X is O.S or NR9; said R9 being hydrogen, Ci^alkyl or cyano; 

30 each Alk independendy is Ci^alkanediyl; 

each Het is : • i o -a 

(i) anoprionally substituted five- or six-membered heterocyclic ring contammg 1,2,3 
or 4 heteroatoms selected from oxygen, sulfur and nitrogen, provided that no more 
35 than 2 oxygen and/or sulfur atoms are present; 
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3 

(ii) an optionally substituted five- or six-membcred heterocyclic ring containing 1 or 2 
heteroatoms selected from oxygen, sulfur and nitrogen, being fused with an 
optionally substituted five- or six-membered ring through 2 carbon atoms or 1 
carbon and 1 nitrogen atom, containing in the remainder of the fused ring only 

5 carbon atoms; or 

(iii) an optionally substituted five- or six-membered heterocyclic ring containing 1 or 2 
heteroatoms selected from oxygen, sulfur and nitrogen, being fused with an 
optionally substituted five- or six-membered heterocyclic ring through 2 carbon 
atoms or 1 carbon and 1 nitrogen atom, containing in the remainder of the fused 

10 ring 1 or 2 heteroatoms selected from oxygen, sulfur and nitrogen; 

wherein Het being a monocyclic ring system may be optionally substituted with up to 4 
substituents; and wherein Het being a bicyclic ring system may be optionally substituted 
with up to 6 substituents, said substituents being selected from halo, amino, mono- and 
dKCj.galkylJamino, aryiCi.gaikylamino, nitro, cyano, aminocarbonyl, C\.&\kyl 

15 Ci_6alkyloxy, Ci^alkylthio, Ci^alkyloxycarbonyl, Ci-GalkyloxyCi^alkyl, 

Ci^alkyloxycarbonylCi.galkyl, hydroxy, mercapto, hydroxyCi^alkyl Ci^M" 
carbonyloxy, aryl, arylCi-fialkyl, carboxyl, Ci^alkylaminocarbonylamino, aryl- 
aminocarbonylamino, oxo or thio; 

20' each aryl is phenyl optionally substituted with 1, 2 or 3 substituents each 

independently selected from halo, hydroxy, nitro, cyano, trifluoromethyl, Ci-6alkyl, 
Ci^alkyloxy, Ci^alkylthio, mercapto, amino, mono- and di(Ci-6alkyl)amino, 
carboxyl, Ci-6alkyloxycarbonyl and Ci^alkylcarbonyl. 

25 In the compounds of formula (I) where R 3 , R 4 or R 5 is Het, said Het may be partly 

or completely saturated, or unsaturated. The compounds of formula (I) wherein Het is 
partly saturated or unsaturated and is substituted with hydroxy, mercapto or amino, may 
also exist in their tautomeric forms. Such forms although not explicitly indicated herein- 
above, are intended to be included within the scope of the invention. 

30 

As used in the foregoing definitions halo is generic to fluoro, chloro, bromo and 
iodo; Ci-4alkyl defines straight and branch chained saturated hydrocarbon radicals 
having from I to 4 carbon atoms such as. for example, methyl, ethyl, propyl, 1 -methyl- 
ethyl, butyl, 1,1-dimethylethyl, 1-methylpropyl, 2-methylpropyl; Ci. 6 alkyl defines 
35 Ci^alkyl radicals as defined hereinabove and the higher homologs thereof having 5 or 6 
carbon atoms; CM2alkyl defines CMalkyl radicals as defined hereinabove and the 
higher homologs thereof having from 5 to 12 carbon atoms; C3-6cycloalkyl is generic to 
cyclopropyU cyclobutyl, cyclopentyl and cyclohexyl; C3^alkenyl defines straight and 
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branch chained hydmctubon radicals comaining one double bond and having from 3 .o 
branch cnarneo y . 2-propenyl, 3-butenyl. 2-butenyl. 2-penrenyl. 

, Z^l satural ed ; CMaikanediyl defines bivalem soaigh. and brunch charned 

— ^kt=: * 

higher homologs dW having 5 or 6 carbon atoms such as. for example, W pe 
10 diyl, 1,6-hexanediyl and she branched isomers ihcreof. 

mphanrnceuficafiy acceptable acid a^ .) 

like acids sulfuric acid, nitric acid, phosphoric acid and the like, or organi 

panoic, ethanedioic, propanediol butanedtotc. (Z)-2-bu.enedio.c t ' 
20 2-hydroxybu.anedioK, 2.3-dihy.fioxybu.anedioic. 2h ^ y - , ^ P ^ u 7 ortc 
boxylic. Lhanesnlfonic. erhanesnlfonic. <— ^ 4 «*^-^^ 

cydohexanesulfamic. 2-h,droxybenaotc, ^^^1^- 
<i„ve^«y*e^for m canbeco„vmed^aeam^w im alka. imK .mefreebas, ^ 

which Ure compounds of formula 0) are able .o form. Examples of such forms ane e g. 
hydrates, alcoholates and the like. 

decompounds of this invention may have seven, asymmetric carbon 
R tuLereochemie.«yisc>r»e^^ 

for example, by the selective crystaUiaation of their dlastemomenc sahs w„h chual 
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acids. Pure stcrcochcmically isomeric forms may also be derived from the correspon- 
ding pure stereochcmically isomeric forms of the appropriate starting materials, 
provided that the reactions occur stereospecifically. Preferably, if a specific stereoisomer 
is desired, said compound will be synthesized by stereoselective methods of 
5 preparation. These methods will advantageously employ enanriomerically pure starting 
materials. Stereochemical^ isomeric forms of the compounds of formula (D are 
obviously intended to be included within the scope of the invention. 

In particular, the radical Het as defined hereinabove may be selected from pyridinyl, 

10 optionally substituted with one or two substituents each independently selected from 
halo, amino, mono- and di(Ci^alkyl)amino, arylCi-6alkylamino, nitro, cyano, amino- 
carbonyl, Q-fialkyl, Cj^aikyloxy, Ci-6alkylthio, Ci-6alkyloxycarbonyl, hydroxy, 
Ci-6alkylcarbonyloxy, arylCj^alkyl and carboxyl; pyridinyloxide, optionally substi- 
tuted with nitro; -pyrimidinyl, optionally substituted with one or two substituents each 

15 independently selected from halo, amino, Q^alkylamino, arylCi-6alkylamino, 
hydroxy, Ci^alkyU Ci-6alkyloxy, Cj^alkylthio and arylCi.6alkyl; pyridazinyl, 
optionally substituted with Ci^alkyl or halo; pyrazinyl, optionally substituted with halo, 
amino or Ci^alkyl; thienyl, optionally substituted with halo or Ci^alkyl; furanyl, 
optionally substituted with halo or Cj^alkyl; pyrrolyl, optionally substituted with 

20 Ci-6alkyl; thiazoiyl, optionally substituted with Ci-6alkyl, Ci^alkyloxycarbonyl, aryl or 
arylCi-6alkyl; imidazolyl, optionally substituted with one or two substituents each 
independently selected from Ci^alkyl, arylCi-6alkyl and nitro; tetrazolyl, optionally <- 
substituted with Ci^alkyl; 1,3.4-thiadiazolyl, optionally substituted with Ci^alkyl or 
amino; 5,6^1ihydro-4Ii-l,3-thiazin-2-yl, optionally substituted with Ci^alkyl; 4,5-di- 

25 hydrothiazolyl, optionally substituted with Ci^alkyl; oxazolyl, optionally substituted 
with Ci^alkyl; 4,5-dihydro-5-oxo-lH- tetrazolyl, optionally substituted with Cj^alkyl; 
l,4-dihydro-2,4-dioxo-3(2H)-pyrimidinyl, optionally substituted with Ci^alkyl; 
3,4-dihydro-4-oxopyrimidinyl or 4,5-dihydro-4-oxopyrimidinyI, both radicals 
optionally substituted with up to 3 substituents selected from Ci^alkyl, amino, 

30 Ci.6alkylaminocarbonylamino, arylaminocarbonylamino, arylCi^alkylamino and 
Ci-6alkylamino; 2,3-dihydro-3-oxopyridazinyl; 2-oxo-3-oxazolidinyl; pyrrolidinyl; 
piperidinyl; morpholinyl; thiomorpholinyl; dioxanyl, optionally substituted with 
Ci^alkyl; indolyl, optionally substituted with hydroxy or Ci^alkyl; quinolinyl, 
optionally substituted with hydroxy or Ci^alkyl; quinazolinyl, optionally substituted 

35 with hydroxy or Ci^alkyl; quinoxalinyl, optionally substituted with Ci^alkyl; phthala- 
zinyl, optionally substituted with halo; l,3-dioxo-lH-isoindol«2(3H)-yl; 2,3-dihydro-3- 
oxo-4H-benzoxazinyl and 2,3-dihydro-l,4-benzodioxinyl, both being optionally 
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a bicyclic heterocyclic radical of formula 



10 



15 



20 



R 10 

1 ,X» 





(d-3), 



(XX w - 4> ' 



(d-6), 



10 



OfV (d.7), oOuX- 




(d-8), 



wherein 



X* and X 2 each independendy are O or S ; ^oikvloxv- 
each RIO independently is hydrogen. C^alkyl, arylC^alkyl, C^alkyloxy 
CM hydroxyC^yl or Cl^ojca^ 
each R" independendy is hydrogen, Ci^ttyU hydroxy, mere p 
Ci^alkylthio. halo or C,^alkyloxycarbonylC,^alkyl ; 

O- is -CH»CH-CH=CH-; ' S ^^^cH 2 ) 3 , -S-CH-CH, 
G 2 is -CH=CH-CH=CH-, -(CH 2 ) 4 -. ^ ' .^.N^H-CH,-. 

-CH-CH-0-, -NH-(CH 2 ) 2 , -NH-(CH 2 ) r , -NH-CH-CH, NH N ^ 

-NH-CH=N- or -NH-N=CH- ; 



n 
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G 3 is -CH=CH-CH=CH-, -CH 2 -NH-(CH 2 ) r , -S-CH=CH-, -S-(CH 2 ) r , 

-N=CH-CH=CH-, -CH=N-CH=CH-, -CH=CH-N=CH-, -CH=CH-CH=N-, 
-N=CH-N=CH- or -CH=N-CH=N- ; 

G 4 is -CH=CH-CH=CH-, -CH2-NH-(CH 2 )r, -N=CH-CH=CH-, 

5 -CH=N-CH=CH-. -CH=CH-N=CH-. -CH=CH-CH=N-, -N=CH-N=CH- or 

-CH=N-CH=N-; 
G5 is -CH=CH-CH=CH- t -N=CH-CH=CH-, -CH=N-CH=CH-, 

-CH=CH-N=CH- t -CH=CH-CH=N-, -N=CH-N=CH- or -CH=N-CH=N- ; 
G* is -CH=CH-CH=CH-, -N=CH-CH=CH-, -CH=N-CH=CH-, 
10 -CH=CH-N=CH-, -CH=CH-CH=N-, -N=CH-N=CH- or -CH=N-CH=N- ; 

wherein one or two hydrogen atoms in the benzene part of the radicals of formula 
(d-2) or (d-3) or one or two hydrogen atoms in said radicals G 1 , G 2 , G 3 , G 4 , G 5 or 
G 6 may be replaced by Ci^aikyi, Ci^alkyltKio, Ci^aikyioxy or halo, when . 
15 connected to a carbon atom; or by C^alkyl, C^alkyloxycarbonyl or arylCj^alkyl 

when connected to a nitrogen atom; and aryl is as defined hereinabove. 

Aryl as used in the definition of R 3 , R 4 and R 5 , in particular is phenyl optionally 
substituted with halo, Ci-galkyl, hydroxy or Chalky loxy; aryl as used in the 
20 definition of R^ in particular is phenyl optionally substituted with halo. 

A particular subgroup among the compounds of formula (I) comprises those 
compounds of formula (I) wherein -A*=A 2 -A 3 =A 4 - is a bivalent radical of formula 
(a-1) or (a-2); another particular subgroup among the compounds of formula (I) 
25 comprises those compounds of formula (I) wherein -A*=A 2 -A 3 =A 4 - is a bivalent 

radical having a formula (a-3) through (a-5); wherein one or two hydrogen atoms in said 
radicals (a-1) to (a-5) may each independently be replaced by Ci-6alkyloxy or hydroxy. 

Particularly interesting compounds are those compounds of any of the former 
30 groups or subgroups wherein B is NR 2 O or CH2; and/or L is hydrogen, Cl-6alkyl t 
Cl-6alkylcarbonyl, Ci.6alkyloxycarbonyl l or aradical of formula (c-1), (c-2), (c-3) or 
(c-4). 

More particularly interesting compounds are those particularly interesting 
35 compounds of formula (I) wherein B is NH or CH2; and/or n is 1 or 2; and/or R is a 

radical of formula : 
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(b-l-a) (b-l-b) (b-2-a) 

Preferred compounds are any of the above defined groups of compounds 
wherein -Al=A2-A3=A4- is a bivalent radical of formula -CH=CH-CH=CH- (a-1) or 
5 -N=CH-CH=CH- (a-2); wherein one or two hydrogen atoms in said radicals (a-D or 
" (a-2) may each independently be replaced by C^alkylbxy or hydroxy; D is CH 2 ; 
and/or L is hydrogen; C^kyl; a radical of formula (c-1) wherein R3 is aryl or Het; a 
radical of formula (c-2) wherein Y is NH or O and R* is aryl or Het; or a radical of 
formula -Alk-NH-CO-Het (c-3-a); wherein each Het is pyridinyl. optionally subsisted 
10 with amino or C^alkyl; pyrimidinyl. optionally substituted with ammo or C^alkyl; 
pyrazinyl, optionally substituted wiU! amino; thienyl; furanyl; thiazolyl, opnonally 
substituted with d^alkyl; imidazolyl, optionally substituted with Ci^alkyl; tetrazolyl, 
optionally substituted with Ci^alkyl; 1 ,3.4-thiadiazolyl, optionally substituted with 
C^alkyl or amino; oxazolyl. optionally substituted with C^alkyl; 4,5-dihydro-5-oxo- 
15 IH-tetrazolyl, optionally substituted with C,. 6 alkyl; l,4-dihydro-2,4-d.oxo-3(2H)- 
pyrimidinyl; 3,4-dihydro-4-oxopyrimidinyl optionally substituted with up to 3 
substituents selected from C^alkyl, amino and C^ylamino; 2-oxo-3-oxazohdiny ; 
indolyl. optionally substituted with Cealkyl; phthalazinyl; 2-oxo-2H-l-benzopyranyl; 
3 7-dihydro-l,3-dimethyl-2,6-dioxo-lH-purin-7-yl. optionally substituted with 
20 C^ancyl; 6-purinyl. or a bicyclic heterocyclic radical of formula (d-1) to (d-8) as 
defined hereinabove, wherein R«> and Rl 1 each independently are hydrogen or 
Ci.6alkyl and in the radicals (d-2) and (d-3), X* is O, and; 

each aryl is unsubstituted phenyl; phenyl substituted with 1 or 2 substituents 
each independendy selected from halo, hydroxy, nitro, cyano, trifluoromethyl, 
25 Ci^alkyl and C^alkyloxy; and optionally further substituted with a third subsutuent 
selected from halo, Ci-6alkyl or Ci-6alkyloxy. 

More preferred compounds are those preferred compounds wherein L is hydrogen 
orCi.3alkyl. 



30 



Further more preferred compounds are those preferred compounds wherein L is a 
radical of formula -Alk-R3 (c-1) wherein R* is 4-methoxyphenyl; 4-hydroxyphenyl; 
thienyl; thiazolyl optionaUy substituted with C^lkyl; oxazolyl; 4,5-dihydro-lH- 
tetrazolyl optionaUy substituted with Chalky!; 2,3-dihydro-2-oxo-benzimidazol-l-yl; 
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l,4-dihydro-2,4-dioxo-3(2Ii)-pyrimidinyl; thicnyl; 2-oxo-2H-l-benzopyranyl or R 3 is 
a radical of formula 




or 




wherein G 1 , G 2 and R 10 are as defined hereinabove. 



Still other more preferred compounds are those preferred compounds wherein L is a 
radical of formula -Alk- Y-R 4 (c-2) wherein Y is NH or O and R 4 is thiazolyh pyridinyl, 
10 1 t 3»4-thiadiazolyl optionally substituted with Cj .galkyl or amino, pyrimidiny 1 
optionally substituted with amino, 6-purinyl, 3,4-dihydro-4-oxopyrimidinyl, 
phthalazinyi or 3H-imidazo[4,5-c]pyridin-2-yl. 

Interesting compounds within the present invention are those compounds of formula 
15 (I) wherein -A 1=A 2 -A 3 =A 4 - represents a bivalent radical of formula -CH=CH-CH=CH- 
(a-1) or -N=CH-CH=CH- (a-2); B represents NH, CH2 or O; R represents a radical of 

formula 




(b-l<) (b-l-d) (b-l-e) (b-2-b) 



R 2 represents Cj^alkyl; n is 1; L represents hydrogen, Chalky!, Cj^alkyl- 
oxycarbonyl or a radical of formula -Alk.R3 (c-1), -Alk- Y-R 4 (c-2) or 
-Alk-Z l -C(=X)-Z 2 -R 5 (c-3); Alk represents Cj^alkanediyl; R 3 represents phenyl, 
Ci-4alkyloxyphenyl or a radical of formula 




O 
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10 

wherein G 2 represents -CH=CH-CH=CH-, -S-(CH 2 ) 3 -, -S-(CH 2 ) 2 - or -S-CH=CH-; 
represents O or NH; R 4 represents hydrogen, C M alkyl or pyrirnidinyl: R 5 represents 
M alkyl; Z l represents NH; Z 2 represents O; and X represents O. 



10 



Particularly interesting compounds are those interesting compounds wherein B 
represents NH or CH 2 ; R 2 represents methyl; L represents CMalkyl or a radical of 
formula -Alk-R3 (c .i), -Alk-Y-R* (c-2) or -Alk-Zl-C(=X)-Z2-R5 (c-3); Alk represents 
C2-4alkanediyl; R 3 represents 4-methoxyphenyl or a radical of formula 




wherein G 2 represents CH=CH-CH=CH-, -S-(CH 2 ) 3 -, -S-(CH 2 ) 2 - or -S-CH=CH-; 
Y represents O or NH; and R 4 represents C^alkyl or 2-pyrimidinyl. 

1 5 Other particularly interesting compounds are those interesting compounds wherein 
B represents NH or CH 2 ; R 2 represents methyl; L represents hydrogen, C 1 . 4 alkyloxy- 
carbonyl, phenylmethyl, hydroxyethyl or aminoethyl. 

Especially interesting compounds are those particularly interesting compounds 
20 wherein L represents methyl or a radical of formula -Alk-R 3 (c-1), Alk represents 
1,2-ethanediyl and R 3 represents 4-methoxyphenyl or a radical of formula 




CH 3 



O 



25 wherein G 2 represents -CH=CH-CH=CH-, -S-(CH 2 ) 3 -, -S-(CH 2 ) 2 - or -S-CH=CH-. 

In order to simplify the structural representation of some of the compounds and 
intermediates in the following preparations the moiety containing the imidazole group 
fused to a benzene, pyridine or pyrimidine ring will hereinafter be represented by the 
30 symbol Q. 



R 
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H 

The compounds of formula (I) can generally be prepared by reacting an intermediate 
of formula (10 with an appropriately substituted diamine of formula (III). 

R 



5 




In this and the following reaction schemes W represents an appropriate reactive 
leaving group such as, for example, .halo, e.g. chloro, bromo or iodo; Ci.galkyloxy; 
Ci.galkylthio, aryloxy or aiylthio; and X 1 denotes O, S or NH. 

1 0 The derivatives of formula (II) wherein B is CH2 and W is halo may be generated in 
situ, for example, by halogenating the corresponding carboxylic acid with thionyl 
chloride, phosphorous trichloride, phosphoryl chloride, poly phosphoric acid and the 
like reagents. The reaction of (II) with (III) may be conducted in a suitable reaction-inert 
solvent such as, for example, a hydrocarbon, e.g., benzene, hexane and the like; an 

15 ether, e.g., l,l'-oxybisethane, tetrahydrofuran and the like; a ketone, e.g., 2-propan- 
one, 2-butanone and the like; an alcohol, e.g., methanol, ethanol, 2-propanol, 1-butanol 
and the like; a halogenated hydrocarbon, e.g., trichloromethane, dichloromcthanc and 
the like; an organic acid, e.g., acetic acid, propanoic acid and the like; a dipolar aprotic 
solvent e.g., HJi-dimethylformamide, HJ^-dimethylacetamidc and the like; or a 

20 mixture of such solvents. Depending upon the nature of the solvent and W it may be 
appropriate to add to the reaction mixture a base such as is commonly employed in the 
an of conducting N-alkylation reactions a-id/or a iodide salt such as an alkali metal 
iodide. Elevated temperatures and stirring may enhance the reaction rate. 

In some instances the reaction of (II) with (III) may first yield an intermediate of 

25 formula (H-a) which subsequently may be cyclizcd to the desired compound of formula 
(I), either in situ or, if desired, after isolation and purification. 

R 



I 




(I) 



(H-a) 
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The compounds of formula (I) can also be prepared by reacting an intermediate of 
formula (IV) with an intermediate of formula (V) following art-known ^sutuuon 
reaction procedures. In (IV) and hereinafter. M is hydrogen when B » other than CH 2 , 
or M represents an alkali or earth alkaline metal such as. for example, lithium or 
magnesium, when B represents CH2- 



10 



15 



W-Q 

MCH2)- 1 ; 



(IV) 7 
Similarly, the compounds of formula (1) can also be prepared by reacting an 
intermediate of formula (VI) with an intermediate of formula (VII) wherein M has the - ; 
previously defined meaning. In formula (VI) and hereinafter Wl represents an appro- 
priate leaving group such as, for example, halo, e.g., chloro, bromo and Ae hke: or a 
sulfonyloxy group such as. for example, methanesulfonyloxy. 4-methylbenzene- 
sulfonyloxy and the like. 

M-B-Q 

L— N VW — <» 

(VI) 

The compounds of formula (I) wherein B is -CH 2 -. said compounds being 
represented by formula (I-a). can also be prepared by reacting an intermediate of 
20 formula (VIII) with an intermediate of formula (IX) or alternatively, by reacnng an 

intermediate of formula (X) with an intermediate of formula (XI). q 

M-Q 



(VIII) L-N V" CH2Q 

V (CH 2 )„ 



W l -CH 2 -Q (I * a) 



L-N ) — M 

V (CH2) n (XI) 

(X) 



25 



The reactions of (IV). (VI) , (VIII) and (X) with respectively (V). (VII), (IX) and 
(XI) may conveniently be conducted in an appropriate reaction-inert solvent such as for 
example, an aromatic hydrocarbon, e.g., benzene, methylbenzcne and the like; an emer. 
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e.g. 1,4-dioxane, l,r-oxybisethane, tetrahydrofuran and the like; a halogenated 
hydrocarbon, e.g. trichloromethane and the like; N,N-dimethylforrnamidc; £L£i-di- 
meihylacetamide; nitrobenzene; dime thy Isulfoxide; l-methyl-2-pyrrolidinone and the 
like; and when M is hydrogen, said solvent may also be a C}-6 a l kano1 . e.g., methanol, 
5 ethanol, 1-butanol and the like; a ketone, e.g., 2-propanone, 4-methyl-2-pentanone and 
the like. In some instances, particularly when B is a hcteroatom, the addition of an 
appropriate base such as, for example, an alkali metal carbonate or hydrogen carbonate, 
e.g., sodium carbonate, sodium hydrogen carbonate and the like; sodium hydride; or an 
organic base such as, for example, N,N-diethylethanamine or M-O-methylethyl)- 
10 2-propanamine and/or the addition of an iodide salt, preferably an alkali metal iodide, 
may be appropriate. Somewhat elevated temperatures and stirring may enhance the rate 
of the reaction. A convenient alternative for reacting the intermediate of formula (IV) 
wherein -B-M represents -NFb with the reagents of formula (V) comprises stirring and 

heating the reactants in the presence of copper metal in a reaction-inert solvent such as 
15 described hereinbefore, in particular a dipolar aprotic solvent, e.g. N,N-dimethyl- 
formamide, N,N-dimethylacetamide and the like. 

The compounds of formula (I) wherein B is -NR 1 -, said compounds being 
represented by formula (I-b), can also be prepared by reacting an intermediate of 
20 formula (XII) with an intermediate of formula (VII) wherein B-M represents a radical 
-NRi-H, said intermediate being represented by formula (Vll-a), following art-known 
reductive N-alkylation procedures. 

y , R'-NH-Q / v ?' 

L-N >=0 L— N >— N-Q 

^<CH 2 )„ (VII-a) V (CH2) n 

(XII) (I ~ b) 
25 The reaction of (XII) with (VII-a) can conveniently be carried out by mixing the 

reactants in a suitable reaction-inert solvent with an appropriate reductani. Preferably, 
the ketone of formula fXII) is first reacted with the intermediate of formula (VII-a) to 
form an enamine, which optionally may be isolated and further purified, and 
subsequently reducing said enamine. Suitable solvents are, for example, water 
30 Cj.galkanols, e.g., methanol, ethanol, 2-propanol and the like; ethers, e.g., 

1,4-dioxane and the like; halogenated hydrocarbons, e.g., trichloromethane and the like; 
dipolar aprotic solvents, e.g., N,N-dimethylformamide, N,N-dimethylacetamide, 
dimethylsulfoxide and the like; or a mixture of such solvents. Appropriate reductants are 
for example, metal or complex metal hydrides, e.g., sodium borohydride, sodium 
35 cyanoborohydride, lithium aluminum hydride and the like. Alternatively, hydrogen in 
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15 



20 



thepresenceofasuiublecat^^ h 
^^1 and .he like may be used as reduce. In order to prevent the 

reaction products it may be advantageous to add an appropnate catalyst poison to the 
reaction mixture such as, for example, thiophene and the like. 

The compounds of formula (I-b) wherein R* is H, said compounds being 
representedbTformula^^ 

of an appropriate thiourea of formula (Il-a) wherein X l is S, said tiuourca being 
represented by formula (II-a-1), which may be formed in situ by condensmg an 
isothiocyanate of formula (XIII) with a diamine of formula (III). 

Said cyclodesulfurization reaction may be carried out by reaenng (II-a-1) -th an } 
appropriate alkyl halide, preferably icxiomethane, in a suitable 
solvent such as a Q.ealkanol, e.g., methanol, ethanol, 2-propanol and the luce. 
Altemanvely.saidcyclc^esulfunzationreacuonmayalsobe , 
of fll-a- 1) with an appropriate metal oxide or salt such as, for example a Hg(H) or 
PbS) X or salt , e P g. HgO, HgCl 2 , Hg(OAc) 2 , PbO or Pb(OAc) 2 tn an appropnate , 
solvent following art-known procedures. In some instances it may be 
supplement the reaction mixture with a small amount of sulfur. Also methanednmtdes. 
especially dicyclohexylcarbodiimide may be used as cyclodesulfunzmg agents. 



R 



L— N )— N=C=S + Jl 'A 3 

\-(CH2)n H 2 N"^A 4 

(xim «"> 

I 

r hn .a' 2 r — V 
(II-a-1) 

The compounds of formula (I) can also be prepared by ^-dng « intermedtate 

R 



(Xiv) W n^- aV 



(I-b-1) 
lating a 

of formula (XV) with an appropriate alkylating reagent of formula (XIV) 




25 



(XV) 



(I) 



BNSOOCID: <WO 9201697A1_I_> 



WO 92/01697 



PCT/EP91/01292 



T 

Said H-alkylation reaction can conveniently be conducted in a reaction-inert solvent 
such as, for example, water, an aromatic hydrocarbon, e.g., benzene, methylbcnzene, 
dimethylbenzene and the like; an alkanol, e.g., methanol, ethanol, 1-butanol and the 
like; a ketone, e.g., 2-propanone, 4-methyl-2-pentanone and the like; an ether, e.g., 
5 tetrahydrofuran, 1,4-dioxane, U'-oxybisethane and the like; a dipolar aprotic solvent, 
e.g.. Htli-dinicthylforniamidc,£i^-dirnethylacetamide, dimethylsulfoxide, nitro- 
benzene, l-methyl-2-pyrrolidinone and the like; or a mixture of such solvents. The 
addition of an appropriate base such as, for example, an alkali or an earth alkaline metal 
carbonate, hydrogen carbonate, alkoxide, hydride, amide, hydroxide or oxide, e.g., 

10 sodium carbonate, sodium hydrogen carbonate, potassium carbonate, sodium 

methoxide, sodium ethoxide, potassium ten. butoxide, sodium hydride, sodium amide, 
sodium hydroxide, calcium carbonate, calcium hydroxide, calcium oxide and the like; or 
an organic base, such as, for example, an amine, e.g., Ji,N-diethylethanamine, 
£Hl-methylethyl)-2-propanamine, 4-ethylmorpholine, pyridine and the like may be 

1 5 utilized to pick up the acid which is liberated during the course of the reaction. In some 
instances the addition of an iodide salt, preferably an alkali metal iodide, is appropriate. 
Somewhat elevated temperatures and stirring may enhance the rate of the reaction. 
Additionally, it may be advantageous to conduct said M-alkylation under an inert 
atmosphere such as, for example, oxygen-free argon or nitrogen. 

20 Alternatively, said M-alkylation may be carried out by applying ait-known 

conditions of phase transfer catalysis reactions. Said conditions comprise stirring the 
reactants with an appropriate base and optionally under an inert atmosphere as described 
hereinabove, in the presence of a suitable phase transfer catalyst such as, for example, a 
trialkylphenylmethylammonium, tetraalkylammonium, tetraalkylphosphonium, 

25 tetraarylphosphonium halide, hydroxide, hydrogen sulfate and the like catalysts. 

The compounds of formula (I) wherein L is other than hydrogen, said L being 
represented by L 1 , and said compounds being represented by formula (I-d) can also be 
prepared by H-alkylating a compound of formula (I) wherein L is hydrogen, said 
30 compound being represented by (I-e), with an alkylating reagent of formula (XVI). 




(XVI) V (CH2) 
(I-e) a-d) 
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Said *alkylation is conveniently conducted following ™*° 0 ™*^™ 
procedures as described hereinabove for the preparation of (I) from (XIV) and (XV). 

The compounds of formula (I-d) wherein L is C3-6cyc.oallcyl. ^f^'"^ 

said compounds by formuia (I-d-1) can also be prepared by the - ^ ^» 
reaction of (I-e) with an appropriate ketone or aldehyde of formula U-O (XVIR.said 

replaced by =0, and 1* is a geminal bivalent radical ^f^^^^^ 
Ci.aalkylidene, R 3.Cl.6alkylidene, R4.Y-Ci-6alkyhdeneand R5-Z2-C(-X)-Z 

Ci-6alkyHdene. _ 

-•»---• X -B-Q y 



15 



20 



25 



(I-e) 



L 2 =0 



(XVII) 



H-alkylarion 




SaidreducnveH-alMadoncanconveniendy.*^^ 

described hereinabove for .he preparer, of compounds of formula <I-b) from (VD a) 
and (Xm. more particularly following the catalytic hydrogenation procedures. 

The compounds of formula (!) wherein L is a radical of 
or He, said R« being represented by R«- and said compounds by formula (M-2) may 
also be prepared by alkylating a compound of formula (I) wherein ^ rs * radical of 
formula (c-2) and R" is hydrogen, said compounds being represented by formula 
(I-d-3), with a reagent of formula (XVIII). 

R 4-a. W l 




H-Y-Alk-N 

(XVIII) 



R 4 "*-Y-Alk — N 




Similarly, the compounds of formula (I-d-2) may also be prepared by treating a 
compound of formula (I-d-4) with a reagent of formula (XDC). 

, k R 4 *»-Y-H / \ 

MCHj^ (XIX) 

(I-d-2) 

(I^d-4) 
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The alkylation reactions of (I-d-3) with (XVIII) and (I-d-4) with (XIX) may con- 
veniently be conducted in an inert organic solvent such as, for example, an aromatic 
hydrocarbon, e.g., benzene, methylbenzenc, dimethylbcnzene; a ketone, e.g., 
5 2-propanone, 4-methyl-2-pentanone; an ether, e.g., 1,4-dioxane, l.T-oxybisethane, 
tetrahydrofuran; and a dipolar aprotic solvent, e.g., E,M-dimethylformamide; Ii,N-di- 
methylacetamide; dimethyl sulfoxide; nitrobenzene; l-methyl-2-pynolidinone; and the 
like. The addition of an appropriate base such as, for example, an alkali metal carbonate 
or hydrogen carbonate, sodium hydride or an organic base such as, for example, 
10 N^-diethylethanamine or N-(l-methylethyl)-2-propanamine may be utilized to pick up 
the acid which is liberated during the course of the reaction. Somewhat elevated 
temperatures may enhance the rate of the reaction. 

The compounds of formula (I) wherein L is a radical of formula (c-3), Z 1 is NH, Z 2 
15 is other than a direct bond and X is other than NR 9 , said Z 2 and X being represented by 
Z 2 * a and X 2 , and said compounds by (I-d-5), can be prepared by reacting an isocyanate 
(X 2 = O) or isothiocyanate (X 2 = S) of formula (XXI) with a reagent of formula (XX). 

R 5 -Z 2a -H ff 2 



X 2 =C=N-Alk— N ) BO — R 5 — Z 2 * 1 — C — NH — Alk— N ) B-Q 

^(CHA (XX) V (CH2)n 



20 



(XXI) d-d-5) 



The compounds of formula (I) wherein L is a radical of formula (c-3), Z 2 is NH, Z 1 
is other than a direct bond and X is other than NR 9 , said Z 1 and X being represented by 
Z*~ a and X 2 , and said compounds by (I-d-6), can be prepared by reacting an isocyanate 
(X 2 = O) or isothiocyanate (X 2 = S) of formula (XXII) with a compound of formula 
25 (I-d-7). 

R 5 -N=C=X 2 X 2 
H-Z^-Alk— f/ y~^Q ■ R 5 — NH-C— Z^-Alk-N 

V (CH2) n (XXII) V (CH 2 )„ 

(I-d-7) d-d-6) 

The reaction of (XX) with (XXI), or (XXII) with (I-d-7) can generally be 
30 conducted in a suitable reaction-inert solvent such as, for example, an ether, e.g., 

tetrahydrofuran and the like, a halogenated hydrocarbon, e.g., trichloromethane and the 
like. Elevated temperatures may be suitable to enhance the rate of the reaction. 
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The compounds of formula (I) wherein L is a radical of formula (c-3), is a direct 
bond, 7> is other than a direct bond and X is other than NR*. said 7> and X being 
represented by Z** and X2, said compounds being represented by (I-d-8). can be 
prepared by reacting a reagent of formula (XXIII) or a reactive functional derivative 
5 thereof with a compound of formula (I-d-7). 

x2 

II v2 

> v R 5 -C-OH n / \ 

HZ'-'-Alk-N V-B-Q " R 5 -C-Z l --Alk-N >-*Q 

\£ (XXIII) V(CH2) " 



15 



a-d-7) 



(I-d-8) 



The reaction of (XXIII) with (I-d-7) may generally be conducted following art-known 
10 esterification or amidation reaction procedures. For example, the carboxylic acid may be 
converted into a reactive derivative, e.g.. an anhydride or a carboxylic acid halide, which 
subsequently is reacted with (I-d-7); or by reacting (XXIII) and (I-d-7) with a suitable 
reagent capable of forming amides or esters, e.g.. NJ*methanetetraylbis[cyclo- 
hexamine], 2-chloro-l-methylpyridinium iodide and the like. Said reactions may most 
conveniendy be conducted in a suitable solvent such as. for example, an ether. e.g., 
tetrahydrofuran, a halogenated hydrocarbon, e.g.. dichloromethane. trichloromethane a 
dipolar aproric solvent and the like. The addition of a base such as, for example, HJtdi- 
ethylethanamine and the like may be appropriate. 

20 The compounds of formula (I) wherein L is a radical of formula L3-C 2 -6alkanediyl. 
said L3 being aryLHet or a radical of formula r5- Z 2-C(=X)-, and said compounds 
being represented by formula (I-d-9), may also be prepared by the addition reaction of a 
compound of formula (I-e) to an appropriate alkene of formula (XXI V). 

, k L 3 -C 2 . 6 alkenediyl-H / \ 

H - N ^>-B-Q ; ~ L 3 -C 2 ^alkancdiyl— N V-B Q 

(XXIV) (CH2) " 

(I-d-9) 

25 ( I_e > 

The compounds of formula (I) wherein L is 2-hydroxy-C 2 -6alkyl or a radical of 
formula (c-4). said compounds being represented by formula (1-d- 10), can be prepared 
by reacting a compound of formula (I-e) with an epoxide (XXV) wherein R* is 
30 hydrogen. CMalkyl or a radical R 6 -0-CH 2 -. 
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H-N )— B— Q R l2 -CHOH-CH 2 -N )— B-Q 

V (CH 2 )„ (XXV) ^(CH2) n 

(I-e) d-d-10) 

The reaction of (l-c) with respectively (XXIV) and (XXV) may be conducted by 
stirring and, if desired, heating the rcactants in a reaction-inert solvent such as, for 
5 example, a ketone, e.g., 2-propanone, 4-methyl-2-pentanone, an ether, e.g., tetra- 
hydrofuran, l,l'-oxybisethane, an alcohol, e.g., methanol, ethanol, 1-butanol, a 
dipolar aprotic solvent, e.g., M.N-dimethylformamide, H.N-dimethylacetamide, and the 
like. 

o 

1 0 The compounds of formula (I) wherein R 3 , R 4 or R 5 are Het, may also be prepared 

following art-known procedures for preparing heterocyclic ring systems or following 
analogous methods. A number of such cyclization procedures are described in for 
example, US-4,695,575 and in the references cited therein, in particular US-4,335,127; 
4,342,870 and 4,443,451. 

The compounds of formula (I) can also be converted into each other following art- 
known procedures of functional group transformation. Some examples of such 
procedures are cited hereinafter. The compounds of formula (I) containing a cyano 
substituent can be convened into the corresponding amines by stirring and, if desired, 

20 heating the starting cyano compounds in a hydrogen containing medium in the presence 
of an appropriate catalyst such as, for example, platinum-on-charcoal, Raney-nickel and 
; ~) the like catalysts. Suitable solvents are, for example, methanol, ethanol and the like. 

Amino groups may be alkylated or acylated following art-known procedures such as, 
for example, M-alkylation, M-acylation, reductive fcl-alkylation and the like methods. 

25 The compounds of formula (I) containing an amino group substituted with a radical 

arylmethyl, may be hydrogenolyzed by treating the starting compound with hydrogen in 
the presence of a suitable catalyst, e.g., palladium-on-charcoal, platinum-on-charcoal 
and the like, preferably in an alcoholic medium. The compounds of formula (I) wherein 
L is methyl or phenylmethyl can be convened into compounds of formula (1) wherein L 

30 is a Ci^alkyloxycarbonyl group by reacting the methyl or phenylmethyl derivative with 
Ci-6alkyloxycarbonyl halides such as, for example, ethyl chloroformate in a suitable 
reaction-inert solvent and in the presence of a base like fckN-diethylethanamine. The 
compounds of formula (I). wherein L is hydrogen can be obtained from compounds of 
formula (I) wherein L is phenylmethyl or Ci^alkyloxycarbonyi following art-know 
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procedures like catalytic hydrogenation or hydrolysis in an acidic or alkaline medium 
depending on the nature of L. 

In all of the foregoing and in the following preparations, the reaction products may 
5 be isolated from the reaction mixture and, if necessary, further purified according to 
methodologies generally known in the art 

Some intermediates and starting materials in the foregoing preparations are known 
compounds which may be prepared according to art-known methodologies of preparing 
10 said or similar compounds and others are new. A number of such preparation methods 
will be described hereinafter in more detail. 

Starting materials such as the intermediates of formulae (II), (IV), (VI), (VIII), (X), 
(XII) (XIII) and (XV) can conveniently be prepared following procedures similar to 
15 those described in for example, US-4,219.559; 4,556,660; 4,634,704; 4,695,569; 

4,695,575, 4,588,722, 4,835,161 and 4,897,401 and in EP-A-0,206,415; 0,282,133; 
0,297,661 and 0,307,014. 

The intermediates of formula 011) can be prepared from an aromatic starting material 
20 with vicinal halo and nitro substituents (XXVII) by reaction with a suitable amine of 
formula (XXVI), followed by art-known nitro-to-amine reduction. 

i , Reduction 
"afcy.A^ NH 2 -R ^^^2 (HI) 

JL ;A 3 (XXVI) o^A 4 ^ 3 

O2N A 

(xxvn) 

25 The intermediates of formulae (V), (VII), (IX) and (XI) then, can be prepared from 
the intermediates of formula (III) following art-known procedures of converting 
aromatic products with vicinal amino groups into benzimidazoles. imidazopyridines 
and/or purines. 

30 The compounds of formula (I), the pharmaceutical^ acceptable acid addition salts 
and stereochemically isomeric forms thereof possess useful pharmacological properties. 
More particularly, they are active antiallergic and antihistamine compounds which 
activity can be demonstrated by, e.g., the results obtained in the test "Protection of Rats 



) 
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from Compound 48/80-induccd lethality", the "PCA (passive cutanc anaphylaxisMest in 
Rats" described in Drug Dev. Res., 137-145 (1985), the "Histamine-induced lethality 
test in Guinea Pigs" and the "Ascaris Allergy test in Dogs". The latter two tests are 
described in Arch. Int. Pharmacodyn. Then 2£L 39-51 (1981). 

5 

An interesting feature of the present compounds resides in their rapid onset of action 
and favorable duration of action. 

In view of their antiallergic properties, the compounds of formula (I) and their acid 
10 addition salts are very useful in the treatment of broad range of allergic diseases such as, 
for example, allergic rhinitis, allergic conjunctivitis, chronic urticaria, allergic asthma 
and the like. 



In view of their useful antiallergic properties the subject compounds may be 

15 formulated into various pharmaceutical forms for administration purposes. To prepare 
the antiallergic compositions of this invention, an effective amount of the particular 
compound, in base or acid addition salt form, as the active ingredient is combined in 
intimate admixture with a pharmaceutical^ acceptable carrier, which carrier may take a 
wide variety of forms depending on the form of preparation desired for administration. 

20 These pharmaceutical compositions are desirably in unitary dosage form suitable, 

preferably, for administration orally, rectally, pcrcutaneously, or by parenteral injection. 
For example, in preparing the compositions in oral dosage form, any of the usual 
pharmaceutical media may be employed such as, for example, water, glycols, oils, 
alcohols and the like in the case of oral liquid preparations such as suspensions, syrups, 

25 elixirs and solutions: or solid carriers such as starches, sugars, kaolin, lubricants, 
binders, disintegrating agents and the like in the case of powders, pills, capsules and 
tablets. Because of their case in administration, tablets and capsules represent the most 
advantageous oral dosage unit form, in which case solid pharmaceutical carriers are 
obviously employed. For parenteral compositions, the carrier will usually comprise 

30 sterile water, at least in large pan, though other ingredients, for example to aid 

solubility, may be included. Injectable solutions, for example, may be prepared in 
which the carrier comprises saline solution, glucose solution or a mixture of saline and 
glucose solution. Injectable suspensions may also be prepared in which case appropriate 
liquid carriers, suspending agents and the like may be employed. In the compositions 

35 suitable for percutaneous administration, the carrier optionally comprises a penetration 
enhancing agent and/or a suitable wetting agent, optionally combined with suitable 
additives of any nature in minor proportions, which additives do not introduce a 
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significant deleterious effect on the skin. Said addidves may facilitate the administrate 
to the skin and/or may be helpful for preparing the desired compositions. These 
compositions may be administered in various ways. eg., as a transdermal patch, as a 
spot-on or as an ointment Acid addition salts of (I) due to their increased water 
5 solubility over the corresponding base form, are obviously more suitable in the 
preparation of aqueous compositions. 

It is especially advantageous to formulate the aforementioned pharmaceutical 

compositions in dosage umtfo^^^ 

Dosage unit form as used in the specification and claims herein refers to physically _ 

10 diJte units suitable as unitary do^^ 

ofactiveingredientca^ * 
with the required pharmaceutical carrier. Examples of such dosage unit forms are tablets . ) 
(including scored or coated tablets), capsules, pills, powder packets, wafers, injectable 
solutions or suspensions, teaspoonfuls. tablespoonfuls and the like, and segregated 

15 multiples thereof . 

The present invention also relates to a method of treating warm-blooded animals 
suffering from said allergic diseases by adntinistering to said warm-blooded animals an 
effective antiallergic amount of a compound of formula (I) or a pharmaceutical* 
20 acceptable acid addition salt form thereof. 

Those of skill in treating allergic diseases in warm-blooded animals could easily 
determine the effective amount from the test results presented hereinafter ^ en ^ S . 
contemplated that an effective antiallergic amount would be from about 0.001 mg/kg to 
about 20 mg/kg body weight, and more preferably from about 0.01 mg/kg to about 
25 5 mg/kg body weight 

The following examples are intended to illustrate and not to limit the scope of the 
present invention in all its aspects. Unless otherwise stated all parts therein are by 
weight 



30 



35 



TJy perimental part 

A Preparatio n nf the intermediates 

F.xample 1 ..... 

To amixture of 15.5 parts of 2-chlom-lH-benzimidazole and 235 parts of N,N-di- 
methylacetamide there were added 22 partsof 4-(chlo ro memyl)-2-methylthiazole 
monohydrochloride and 25.4 parts of sodium carbonate. Tne whole was stirred for 18 
hours at 75°C and was then poured into water. The product was extracted with 
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4-methyl-2-pentanone and the extract was washed with water, dried, filtered and 
evaporated. The residue was crystallized from 2,2-oxybispropane, yielding 11.3 pans 
(42.8%) of 2^hloro-l-[(2-methyl-4-thiazolyl)rnethyl)-lH-benziiTiidazole (interm. 1). 
In a similar manner there was also prepared 2-chlorchl -[(6-methyl-2-pyridinyl)methyl]- 
5 IH-benzimidazole (interm. 2). 

Example 2 

a) To a stirred and refluxing mixture of 60 pans of 4-fluorobenzenethiol, 93 pans of 
l-bromo-3-chloropropane, 100 pans of ethanol and 45 pans of water there was added 

10 dropwise a solution of 19 pans of sodium hydroxide in 80 pans of water. Stirring at 
reflux temperature was continued for 8 hours. After cooling, the organic layer was 
separated and distilled under reduced pressure (1.7 10 3 Pa), yielding two fractions of 
resp. 53 pans (bp. 136-140°C) and 32 pans (bp. 140-152°C) of product Total yield : 85 
pans of l-[(3-chloropropyl)thio]-4-fluorobenzene (interm. 3). 

15 b) A mixture of 67.5 pans of intermediate 3; 42.9 pans of l,4-dioxa-8-azaspiro[4,5]- 
decane, 47.7 pans of sodium carbonate, a few crystals of potassium iodide and 2400 
pans of 4-methyl-2-pentanone was stirred for 70 hours at reflux temperature. The 
reaction mixture was filtered while hot and the filtrate was washed with 1,1-oxybis- 
ethane and evaporated. The residue was triturated in 2,2 f -oxybispropane while cooling 

20 at -20°C. A first fraction of 4.4 pans of product was obtained by filtration. Evaporation 
of the mother liquor yielded a second fraction of 97 pans of product. Total yield : 101 .4 
parts of 1 ,4-dioxa-8-[3-[(4-fluorophenyl)thio]propyl]-8-azaspiro[4,5]decane; 
mp. 135.5-1 40° C (interm. 4) 

25 Ex^plg 3 

a) A mixture of 2.44 pans of 6-methyl-2-pyridinemethanamine, 3.2 pans of 2-chloro-3- 
nitropyridine f 1.7 parts of sodium hydrogen carbonate and 120 pans of ethanol was 
stirred for 3 hours at reflux temperature. The reaction mixture was filtered while hot 
over diatomaceous earth. After cooling, the precipitate which formed in the filtrate was 

30 filtered off and dried, yielding 2.5 pans (5 1 %) of 6-methyl-N-(3-nitro-2-pyridinyl)-2- 
pyridinemethanarnine; mp. 1 3 1.7°C (interm. 5). 

b) A mixture of 55 pans of intermediate 5; 2 pans of a solution of thiophene in 
methanol 4% and 480 pans of methanol was hydrogenated at normal pressure and at 
50°C with 3 parts of platinunvon-charcoal catalyst 5%. After the calculated amount of 

35 hydrogen was taken up, the catalyst was filtered off over diatomaceous earth and the 
filtrate was evaporated, yielding 47 parts (99.7%) of M 2 -l(6-methyl-2-pyridinyl)- 
methyi]-2,3-pyridinediamine (interm. 6). 
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1H 



10 



15 



0 



a Arnixtu,eof47pansofe.hyl 4-iso*iocy a nalD-l-pip«idinec«boxy>a.e, 47 p». of 

rure There was added W-oxybisprof-m. to enhance crysralhzatton i. The produc. was 
f^off and dried. ^ 7S.5 pans (83.5%, of ethyl ^W^. 
pyrianyl^myUamnol^p^^ 
carboxylate; mp. 176°C (interm. 7). 

n Pry paratior " f ft? final compounds 

benaimidaaote and 376 pans of HJl-di^hylformamide there were added pomonw.se 
U 2 Is of a dispersion of sodium hydride in minera, oil (60%) and. after sornng for 

ovennght. ^-.^-^^^^-^-^jr 

produc was extracted with merhylbenaene and , he extntc, was 

Iporated. The residue was purified by column chromamgrephy 

CH3OH 95:5). The eluent of .he desired fmcnon was evaporated and .he res due^ w« 

Evened Jure ethanedioate (1:5/2) sai, in ace.oniun.e. The produc. was M off 

and dried, yieUing 27.8 pans (29.2%) of 

(phe.ylme*yl)^piperid,nynn«*ylh.H-ter K Wdaao 1 e ethaned.oa,e (1.5/2). 
mp. 155.3°C (comp. 48). 

mixrureof 36.7 pans of compound 48 and 267 pans o^**™ O 
,herewereaddedl5.68pansof.u,yl chloroforma,e. Surring was conanued for 6 hours 
and .hen .her. were added 1 1 .7 pam of UJi-dieu.y.e.hanamine. Ate sumn, s over 
weekend. the reacoon ndx t ure was evapora,ed and .he residue was « ™ 
The pmduc. was exuaced wi.h dich.orome.hane and me «^*»* 
, evanLed The residue was purified by column chmmarography (s>l.ca ge. CmCh/ 
) evaporaiea. increi .... j f_™„n was evarorared and rhe residue was 

CH5OH 95:5). The eluent of the desired fracnon was evaporareo 

cJtallized from acetonhrile. The product was filtered off and dried, yteldtng 5.65 
p^*) of ethyl d-H.-Ko^hy.^^^ 
medtylM-piperidinecaiboxylate; mp. 159.7'C (comp. 53). 



35 
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Example 6 

A mixture of 2.9 pans of ethyl 4-[(lH-benzimidazol-2-yi)amino]-l-pipcridinecarboxy- 
late, 1.8 pans of 4-(chloromethyl)-2-methylthiazole monohydrochioride, 2.12 pans of 
sodium carbonate and 45 pans of MJ^-dimethylacetamide was stirred overnight at 70°C 
The reaction mixture was poured into water and the product was extracted with 
4-methyl-2-pentanone. The extract was dried, filtered and evaporated and the residue 
was crystallized from acetonitrile. The product was filtered off and dried, yielding 1.5 
pans (37.5%) of ethyl 4.[[l-[(2-methyl-4-thiazolyl)meihyl]-lH-benzirTudazol-2-yl]- 
amino]- 1-piperidinecarboxylate; mp. 160°C (comp. 12). 



10 



Example 7 

( ) A mixture of 25 pans of compound 12; 34 pans of potassium hydroxide and 160 parts 

of 2-propanol was stirred overnight at reflux temperature. The reaction mixture was 
evaporated and the residue was taken up in water. The product was extracted with 
1 5 dichloromethane and the extract was dried, filtered and evaporated. The residue was 
converted into the trihydrochloridc salt in 2-propanol. The product was filtered off and 
dried, yielding 20 pans (71.2%) of l-[(2-meihyl-4-thiazolyl)methyl]-H-(4-piperidinyl)- 
lH-benzimidazol-2-amine trihydrochloride hemihydrate; mp. 206.4°C (comp. 13). 

20 Example 8 

A mixture of 15 pans of compound 58 and 224 parts of hydrobromic acid 48% was 
refluxed for 3 hours. The reaction mixture was evaporated and the residue was taken up 
in water. After basifying with sodium hydroxide solution, the product was extracted 
with dichloromethane. The extract was dried, filtered and evaporated. The residue was 
: J) 25 crystallized from acetonitrile, yielding 5 parts (41.3%) of l-[(4-methyl-2-thiazolyl)- 

methyl]-N-(4-piperidinyl)-lH-benzimidazol-2-amine (comp. 59). 



A mixture of 2.3 parts of 6-(2-chloroethyl)-7-methyl-5ii-thiazolo[3 t 2-a]pyrimidin-5- 
30 one, 3.3 parts of compound 13; 1.6 pans of sodium carbonate and 160 pans of 
4-methyl-2-pentanone was stirred for 48 hours at reflux temperature. The reaction 
mixture was evaporated and the residue was taken up in water. The product was 
extracted with dichloromethane and the extract was dried, filtered and evaporated. The 
residue was purified by column chromatography (silica gel ; CH2CI2 / CH30H(NH3) 
35 95:5). The eluent of the desired fraction was evaporated and the residue was crystallized 
from acetonitrile. The product was filtered off and dried, yielding 1.64 parts (31.6%) of 
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pi^dinylleAyll-SH-Wazoloia^alpyrimidto-S-on,; mp. 129.8 C (comp. 18). 

one, 3.2 pans of compound 2; 1.06 nam of sodium carbonate and 45 pans of MJ** 
mchylaceiamido was stirred overnight a. 70°C. The reaction mixture was J™ 
rjThepr.ipiutewasr.i.eredoff^^^ 
offwhue ho,. ridding 2.! pans <4..5%> **-**WHSW- 
0 pyridinyDmemyllOH-imidaio^ 

pyrido[l,2-a]pyrimidin-4-one;mp.233.1»C(comp.7). 

T^Mlowttg reacdon was carried out under a nitrogen annosphere. To a rnixture of 7.5 • 
5 P^ofethy, ^hydroxy.l-piperidit~arhoxy,a,eand94 ■ 

nndemeraweraaddedporrionvriseZipamofadisperaiono^^^^ . 

mineral oil (50%). After stirring for 1 hour a. room temperature and for 20 mm a, 40 C 

there was added dropwis. a soludon of 11.3 pans of intermediate 1 in 94 pans of 

N N-dimemylfonoamide. Stirring was continued overnight a, room temperature. After 
20 ^dttion of some edtanol, the reaction mixture was evaporated. Tneresidue was poured 

into ice-water and the whole was extracted wM, dichiotomedtane. Tn. extract w^ dned. 

fdtered and evapota.ed. The residue was purified by column chromatography (stltca gel . 

OfeCh/CHjOH 90:10). The eluent of the desired fraction was evaporated, yteldtng 
13 pans (75.5%) of ethyl 4.U14(2.methyM-.hiazolyl)n«myl]-lH-l>enzimidaxol-2-yl]- ^ 
25 oxy]-l-piperidinecarboxylate (comp. 20). 

A X mixtureof4.5partsofco mp ound 13; 2 partsof polyoxymethylene, 5 pansof 
potassium acetate and 120 parts of methanol was hydrogenated at normal pressure and at 
50»Cwithl P anofpalladium-on-charcoalcataIyst 10%. After the calculated amount of 
hydrogen was taken up. the catalyst was filtered off over diatormceous e^. The 
filtrate was evaporated and the residue was taken up in water. After bastfytng w,th 
sodium carbonate, the product was extracted with trichloromethane. The exnuct was 
dried, filtered and evaporated and the residue was convened into the ^thanedtoa« ( 1.2) 
salt in methanol. The product was filtered off and dried, yielding 3.7 parts (IftWrf 
H-(l-memyl^piperidmyl)-l-[(2-methyM-thiazolyO 
ethanedioate (1:2); mp. 221.3°C (comp. 16). 



30 
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2? 

Example 1 3 

A mixture of 78 pans of intermediate 7; 58.5 pans of mercury(H)oxide, 1 pan of sulfur 
and 800 pans of ethanol was stirred for 2 hours at reflux temperature. The reaction 
5 mixture was filtered over diatomaceous earth and the filtrate was evaporated, yielding 
63.5 pans (88.5%) of ethyl 4.[[3-[(6-methyl-2-pyridinyl)methyl]-3H-imida2o[4 T 5-b]- 
pyridin-2-yl]amino]-l-piperidinecarboxylate (comp. 1). 

Example 14 

10 Trough a stirred mixture of 3.23 parts of compound 2 and 80 pans of methanol there 

were bubled 0.9 parts of oxirane. Stirring was continued overnight at room temperature. 
The reaction mixture was evaporated and the residue was purified by column chromato- 
graphy (silica gel ; CHCI3 / CH3OH 96:4). The eluent of the desired fraction was 
evaporated and the residue was crystallized from acetonitrile. The product was filtered 

15 off and dried, yielding 0.7 pans (19%) of 4-[[3-[(6-methyl-2-pyridinyl)methyl]-3H- 
imida2o[4,5-b]-pyridin-2-yl]amino]-l-piperidineethanol; mp. 152.0°C (comp. 4). 

Example 15 

A mixture of 9 pans of compound 5; 1 1 pans of potassium hydroxide and 120 pans of 
20 2-propanol was stirred for 4 hours at reflux temperature. The reaction mixture was 
evaporated and the residue was taken up in water. The product was extracted with 
dichloromethane (2x) and the combined extracts were dried, filtered and evaporated, 
yielding 7.5 pans (100%) of Ii-tl-(2-aminoethyl)-4-piperidinyl]-3-[(6-methyl-2- 
pyridinyl)methyl]-3H-imidazo[4,5-b]pyridin-2-amine (comp. 8). 

25 

ExflHiple ]$ 

A mixture of 1.2 pans of 2-chloropyrimidine, 3.7 pans of compound 8; 0.9 pans of 
sodium hydrogen carbonate and 80 parts of ethanol was stirred overnight at reflux 
temperature. The reaction mixture was filtered over diatomaceous earth and the filtrate 
30 was evaporated. The residue was crystallized from a mixture of acetonitrile and 

methanol The product was filtered off and dried in vacuo at 130°C overnight, yielding 1 
pan (22.5%) of 3-[(6-methyl-2-pyridinyl)methyl]-^-[ 1 -[2-[(2-pyrimidinyl)aminoJ- 
ethyl]-4-piperidinyl]-3H-imidazo[4,5-b]pyridin-2-amine; mp. 187.4°C (comp. 9). 

35 All compounds listed in tables 1, 2, 3, 4 and 5 were prepared following methods of 
preparation described in examples 4 - 16, as is indicated in column 2 (Ex. No.) 
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Comp. 
No. 


Ex. 
No. 


L 


Physical data 


1 1 


13 
7 


CH3-CH2-*J*-' < -- | 
H- 

CH3- 

HO-(CHi)7- 

CH 3 -CH 2 -OOC-NH-(CH 2 )2- 
CH 3 0-C6H4-(CH 2 )2- 


147.6°C/H20(l:l/2) 


1 2 

3 

! ^ 

5 
6 


12 

1 A 

14 

10 
10 


130.5°C 
152.0°C 
139.6°C 
142.3°C 


1 ' 


111 


* 0 


233.1°C 


8 


15 


NH2-CH2-CH2- 




9 


16 




187.4°C 


10 


9 




185.4°C 


11 


9 




215.5°C 







Table 2 



S v XH 3 



CO 



CH 2 - 



0 



0 
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29 



0 



.0 



Comp. 
No. 


Ex. 
No. 


L 


B 


Physical data 
(mp. - salt) 


12 


6 


CH3-CH2-OOC- 


NH 


160°C 


13 


7 


H 


NH 


206.4°C/HC1 (1:3)/H20 (1:1/2) 


14 


10 


CH 3 -CH2-0-(CH 2 )2- 


NH 


20l.6°0(COOH)2(l:2) 


15 


10 


CH 3 0-C6H4-(CH2)2- 


NH 


228.5°CyHCl(l:2)/H20 


16 


12 


CH3- 


NH 


221.3°a(CCX)H)2(l:2) 


17 


9 


0 


NH 


185.4°C 


1 5 


o 


rrVV CH> 

11 
0 


it 0. 




19 


9 




NH 


186.1°C 


20 


11 


O 

CH 3 -CH 2 -OOC- 


O 




21 


7 


H 


O 


127.7°C 




Q 


^^ N Nf-^^(CH 1 ) 1 — 
O 






23 


9 




O 


160.4°C 


24 


4 


0 

C6H 5 -CH 2 - 


CH 2 


115.1°C 


j 25 


5 


CH3-CH2-OOC- 


CH 2 


125.0°C 


26 


7 


H 


CH 2 


155.9°C 


27 


9 




CH 2 


150.7°C 

(E)-2-butenedioate (1:3/2) 
2-propanolate(l:l) 


28 


9 


0 


CH2 


153.4°C 
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3C 



Comp. 
No. 


Ex. 
No. 


L 


B 


Physical data 
(mp. - salt) 


29 


9 


0 


CH2 


179.9°C 



Table 3 



L-N 




-CO 



0 



Comp. 
No. 


Ex. | 
No. 


L ' 


B 


Physical data J 
(mp-salt) 


j 30 

31 


^ 1 
0 

7 


CHi-CH^-OOC- 
H- 


NH 
NH 


155.1°C 
239.2°C 


32 . 


9 


f r T 
0 


NH 


196.7°C 


33 


9 




NH 


204.2°C 


34 


9 




NH 


125.5°C 


35 
36 
37 


4 
5 
7 


0 

C 6 H 5 -CH2- 

CH3-CH2-OOC- 


CH 2 
CH 2 
CH 2 


119.6°C 
101. 3°C 


38 


9 


0 


CH 2 


161.7°C/H 2 0 (1:1/2) 


39 


9 


0 


CH2 


158.5°C/H 2 0 (1:3/2) 



1 
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J3J 



u 



Comp. 


Ex. 


L 


B 


Physical data 


JNO. 


Kin 
fNO. 






bail) 


40 


9 


rrY H1 


CH 2 


171.0°C 














O 






41 


9 




NH 


219.8°C 










42 


12 


o 

H 3 C- 


NH 


114.6°C/H 2 0 (1:3/2) 


43 


9 


CH 3 0-C 6 H 4 -(CH 2 ) 2 - 


NH 


103.1C 



Tabic 4 



L-N 




I XJ 

-CO 



Comp. 
No. 


Ex. 
No. 


L 


B 


Physical data 
(mp. - salt) i 


44 


6 


CH3-CH2-OOC- 


NH 


182.6°C 


45 


7 




NH 


1 61. 0°C/H 2 O (1:1/2) 


46 


9 




NH 


206.6°C 


47 


9 




NH 


225.3°C 










48 


4 


0 

C6H5-CH2- 


CH 2 


155.3°C/(COOH) 2 (1:5/2) 


49 


9 


0 


NH 


131.9°C/H 2 0 


50 


11 


CH3-CH2-00C- 


O 




51 


7 


H 


O 


106.9°C 
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37. 



Comp. 
No. 


Ex. 
No. 


L 


B 


Physical data 
(mp. - salt) . 


52 

53 
54 


9 

5 
7 


O 

CH3-CH2-OOC- 

H 


O 

CH2 
CH2 


144.0°C 
159.7°C 


55 


9 


O 




176. 1°C 


56 


9 


1 K-^ccH^- 


CH 2 


222.5°C 

(E)-2-butenedioatc( 1:1) 


57 


9 


O 

J o_ . 


CH 2 


160.6°C 

(E)-2-butenedioate( 1 :3/2) 
2-propanolate(l:l) 



Table g 



CH 2 /S. 



ro. 



-CH 3 



Comp. 
No. 


Ex. 
No. 


L 


B 1 


Physical data 
(mp. - salt) j 


58 
59 


6 
8 


CH3-CH2-OOC- 
H- 


NH 
NH 


183.6°C 


60 


9 




NH 


147.7°C/H20 


61 


9 


N - n >ScH 1 fc- 


NH 


215.5°C 


62 


1 12 


O 

1 CH3- 


NH 


128.5°CyH2Q (1:1/2) 



0 
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33 



0 



Comp. 

INO. 


Ex. 

INO. 


L 


B 


Physical data 


63 


9 




NH 


196.7°C 


64 


9 


O 

CH 3 O.C6H4-(CH2)2- 


NH 


109.9°C 


65 


4 


C6H5-CH2- 


CH2 


129.5°C 


66 


5 


CH3-CH2-OOC- 


CH 2 




67 


7 


H- 


CH 2 




68 


9 


— «*>>>- 


CH 2 


126.6°C 


69 


9 


rVV™' 

O 


CH 2 


170.4°C 


70 


9 


^S^^N CH 3 
O 


CH 2 


176.9°C 








(Z)-2-butenedioate( 1 :2) 


71 


9 


0 


CH 2 


158.8°C 



"") 

C, Pharmacological sample 
5 Example 17 

The useful anti-allergic and anti-histaminic properties of the compounds of formula (I) 
can be demonstrated, e.g., in the test "Protection of rats from compound 48/80 - 
induced lethality" which is described in US-4,556,660. The compounds of formula (I) 
were administered subcutaneously and/or orally to rats. The ED^-value (mg/kg) for the 
10 compounds 9, 16, 19, 23, 27, 28, 29, 55, 62, 69 and 70 was found to be 0.04 mg/kg. 
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1. A compound having Ae formula 



R 



L-N V- B-i X -I* 



10 



15 



a pharmaceutical* acceptable acid addition salt or a stereochemically isomeric form 
thereof, wherein 

_ A l =A 2_ A 3=A 4 - is a bivalent radical having the formula . ) 

-CH=CH-CH=CH- (a-1), 

-N=CH-CH=CH- (a-2), 

-CH=N-CH=CH- (a-3), 

-CH=CH-N=CH- (a-4), 

-CH=CH-CH=N- (a-5), 

-N=CH-N=CH- (a-6)or 

-CH=N-CH=N- (a-7); 

wherein one or rwo hydros atoms in said radicaU (a-1) to (a-7) may eaeh 
Mependendy be replaced by halo. Q^allcyl. C^alkyloxy, hydmxy or mfluoro 
methyl; 

B re P rese nI sNR>.CH 2 .0,S. SO or SQ2 wherein R> is hydrogen or C^aUcyl; ) 
25 R is a radical of formula; 

/ S> > R 2 -dXV 

h — -r— or 



20 



(b-1) (b-2) 

wherein D is Ci ^alkanediyl; 
30 R2isCi_6alkyU 

L llh^eUc^alkyl; C 3 ,alKen y l optionaUy subsdt^ed wuh 

aryl; C^alkylcarbonyl; C^alkyloxycarbonyl; arylcarbonyl; arylC^alkyloxy 



35 



carbonyl; or a radical of formula 



I NS0OCID: <WO 9201697A1 _!_> 



WO 92/01697 



PCT/EP91/01292 



•Alk-R3 (c-1); 
-Alk-Y-R 4 (c-2); 
-Alk-Z><X-X>Z?-R3 (c-3); or 
-OT2-CHOH-CH2-O-R6 (c-4); wherein 

5 

R 3 is cyano, aryl or Hct; 

R 4 is hydrogen, aryl, Het or Ci^alkyl optionally substituted with aryi or Het; 
R 5 is hydrogen, aryl, Het or Ci^alkyl optionally substituted with aryl or Het; 
R 6 is aryl or naphthalenyl; 
10 Y is O, S, NR 7 ; said R 7 being hydrogen, Ci^alkyl or Ci^alkylcarbonyl ; 
Z l and Z 2 each independently are O t S, NR 8 or a direct bond; said R 8 being 

hydrogen or Chalky 1; 
X is O, S or NR 9 ; said R 9 being hydrogen, Ci^alkyl or cyano; 
each Alk independendy is Ci^alkanediyl; 

15 

each Het is : 

(i) an optionally substituted five- or six-membered heterocyclic ring containing 1, 2, 3 
or 4 heteroatoms selected from oxygen, sulfur and nitrogen, provided that no more 
than 2 oxygen and/or sulfur atoms are present; 
20 (ii) an optionally substituted five- or six-membered heterocyclic ring containing 1 or 2 
heteroatoms selected from oxygen, sulfur and nitrogen, being fused with an 
optionally substituted five- or six-membered ring through 2 carbon atoms or 1 
carbon and 1 nitrogen atom, containing in the remainder of the fused ring only 
carbon atoms; or 

25 (iii) an optionally substituted five- or six-membered heterocyclic ring containing 1 or 2 
heteroatoms selected from oxygen, sulfur and nitrogen, being fused with an 
optionally substituted five- or six-membered heterocyclic ring through 2 carbon 
atoms or 1 carbon and 1 nitrogen atom, containing in the remainder of the fused 
ring 1 or 2 heteroatoms selected from oxygen, sulfur and nitrogen; 
30 wherein Hct being a monocyclic ring system may be optionally substituted with up to 4 
substituents; and wherein Het being a tricyclic ring system may be optionally substituted 
with up to 6 substituents, said substituents being selected from halo, amino, mono- and 
di(Ci-6alkyl)amino, arylCi^lkylamino, nitro, cyano, aminocarbonyl, Ci^lkyl, 
Ci^alkyloxy, Ci^alkylthio, Ci^alkyloxycarbonyl, Ci^alkyloxyCi^alkyl, 
35 Ci.6alkyloxycarbonylCi.6allcyl, hydroxy, mercapto, hydroxyCi ^alkyl, C\^alkyl- 
carbonyloxy, aryl, arylCi.galkyl, carboxyl, Ci-galkylaminocarbonylamino, aryl- 
aminocarbonylamino, oxo or thio; and 
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each mH is Phenyl opdonally sub S d,u.=d •» 1.2 or 3 subsmuems e«h 
UpM setaed from halo, hydroxy, mm>. cyaao. mfluorom.-hyl. C^alkyl. 
cilMoxy. Cm**. — »• ntono- and dUC^alkyDarmno. 

carboxyl. Ci«ilkyloxycarbonyl and Ci-ealxytearbonyl. 
5 2 A compou n dacconJing.oclaimlwhereio.Al=A2-A3=A''.rcprescn K a b ival«m 
ofZula -CH-CH-CH-CH- (a-.) or -N-CH-OWH- (a-2): B repress 
NH, CH2 or O; R represents a radical of formula 

— CH 2 -J N . 15 N . \ 2 

10 »U» 0>i-d) 

R2 represents Cl . 4 alkyl; n is 1; L represents hydrogen, Cj^lkyl. C^alkyloxy- 
carbonyl or a radical of formula -Alk-R3 (c-1), -Aik-Y-R 4 (o-2)or 
-aTzUC(=X)-Z2.r5 (c-3); Alk represents C^aUcanediyl; R3 represents phenyl, 

15 Ci.4alkyloxyphenyl or a radical of formula 



20 
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wherein G 2 represents -CH=CH-CH=CH-, -S-(CH 2 ) 3 , -S-(CH 2 ) 2 - or -S-CH-CH . 
Y represents O or NH; R* represents hydrogen, d. 4 alkyl or pynnudtnyl; R 
represents C M alkyl; Z l represents NH; Z* represents O; and X represents O. 

3. A compound according to claim 1 wherein B represents NH or ^ * e P^ C ^ n ^ 
methyl; L represents C M alkyl or a radical of formula -Alk-R3 (c D.-Alk-Y-R* (c-2) 
or-Alk-Zl-C(=X>Z2-R5 (c-3); Alk represents C^alkanediyl; R* represents 
4-methoxyphenyl or a radical of formula 



WO 92/01697 
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3T 

wherein G 2 represents -CH=CH-CH=CH-, -S-(CH 2 ) 3 -, -S-(CH 2 ) 2 -, -S-CH=CH-; 
Y represents O or NH; R 4 represents Ci^alkyl or 2-pyrimidinyl. 

4. A compound according to claim 1 wherein L represents methyl or a radical of 
5 formula -Alk-R 3 (c-1), Alk represents 1,2-ethanediyl and R 3 represents 4-methoxy- 
phenyl or a radical of formula 




O 



10 wherein G 2 represents CH=CH-CH=CH-, -S-CCH^-, -S-(CH 2 ) 2 - or -S-CH=CH-. 

5. A pharmaceutical composition comprising a phaimaceutically acceptable carrier and 
as active ingredient an effective antiallergic amount of a compound as claimed in claim 1. 

15 6. A process for preparing a pharmaceutical composition as claimed in claim 5, 

characterized in that a therapeutically effective amount of a compound as claimed in any 
of claims 1 to 4 is intimately mixed with a pharmaceutical^ acceptable carrier. 

7. A compound as claimed in any of claims 1 to 4 for use as a medicine. 

20 

8. A process of preparing a compound as claimed in claim 1 , characterized bv 

a) reacting a piperidine of formula (TV) wherein M represents hydrogen when B is 
other than hydrogen, or wherein M represents an alkali or earth alkaline metal when B 
25 represents CH 2 , with a reagent of formula (V) wherein W represents a reactive leaving 

group, 




(TV) (V) 0) 



30 in a reaction-inert solvent, optionally in the presence of a base; 
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b) reductively N-alkylating a4-pipendinone derivative of formula (XII) with an amine 
of formula (Vll-a), 



Mcn^ r> N a 4 



(xn) ^- a) 



0 



5 i„*epresenceofanappiopri^ 
compound of formula (I-b); 

c) cyclodesulfurizing a thiourea of formula ai-a-D, 

/ V l| if - L-N V-NH— ( v jT • 3 

L-N VNH-U. X ,A3 V( chA N-^V' A 

VcH^ A 

(I-b-1) 

(II-a-1) 

by reaction with a metal oxide or salt in a reaction-inert solvent, optionally in the 
presence of a small amount of sulfur 

15 d) lt ^dn gm i»« n ^off<^(XV)v«*» a U= y U tagre a 8 cn,off^ 

(XIV) wherein W represents a reactive leaving group. ) 

R 




20 



L-N ) — B- 

(XV) 

inareaction-inert solvent in the presence ofabase and at an elevated temperature; 

e) convening a compound of formula (I) wherein L represents benzyl into a 
compound wherein L represents Ci^alkyloxycarbonyl, 



25 
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R 




by reaction with a Ci galley lchloroformate in the presence of a base in a reaction-inert 
solvent; 

5 

f) hydrolyzing a compound of formula (I) wherein L represents Cj^alkyloxy- 
carbonyl in an aqueous acidic or basic medium to a compound of formula (I-e), 



R R 




g) ^-alkylating a compound of formula (I-e) with an alkylating reagent of formula 
L^W 1 (XVI) in a reaction-inert solvent in the presence of a base, thus preparing a 
compound of formula 



R 




15 <"-d) 

h) reductivcly ^-alkylating a compound of formula (I) with an aldehyde or ketone of 
formula L 2 =0 (XVII) wherein L 2 represents a geminal bivalent radical comprising 
C3-6cycloalkylidene, Ci.^alkylidene, RS-C^galkylidene, R 4 -Y-Ci.6alkylidene or 
20 R5-Z2-C(=X)-Z* -C i _ 6 alkylidene, 



.9201697A1_I_> 
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Ho 



a- e , ♦ ^ OH -\^-\K^ 

(XVII) 



in a rcaction-inen sovcnt in the presence of a reductant; 

i) hydrolyzing a compound of formula (I) -herein L represents C 1^°^ 
L represents an aminoC2-4alkyl radical, 



R 

O / \ N^/ A 4 / 



CMalkvloxy-C-NH-C*^!^^ 

R 



10 



;) allcylaungthethusobt^^ 

Lgent of formula wherein R 4- represents aryl or Het and W l represents a 

reactive leaving group thus yielding a compound of formula 



R 



k ) reacting a compound of formula (I-e) with an epoxide of formula (XXV) wherein 
Rl2 represents hydrogen. CMalkyl or r6-0-CH 2 -> 



15 



0 



A' - ' 



) 



A 3 
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in a reaction-inert solvent; and, if desired, converting the compounds of formula (I) into 
a salt form by treatment with a pharmaceutical^ acceptable acid or conversely, 
converting the salt form into the free base by treatment with alkali; and/or preparing 
stereochemical^ isomeric forms thereof. 
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